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Transgenic mice
AD11 transgenic mice and control transgenic mice expressing the recombinant antibody against the 4-Hydroxy-3-iodo-5-nitrophenylacetyl hapten were produced as described before [1] . AD11 mice to be housed in murine pathogen free (MPF) conditions were derived from cryopreserved embryos obtained after rederivation, by embryo transfer in a clean foster mother, at Taconic Europe (Lille Skensved, Denmark). The genotype of the rederived MPF mice was confirmed by PCR as described [2] .
Mice were kept under a 12 hours dark to light cycle, constant room temperature (22 ± 2 • C) with food and water ad libitum. 
Housing conditions
AD11 and NiP mice were kept in plastic cages under the conventional facility in the European Brain Research Institute (EBRI, Rome, Italy). For MPF conditions, we used the facility at Taconic Farms Inc. (Germantown, NY), where AD11 mice were kept under controlled 12-h light-dark cycle and room temperature, with food and water at libitum as for the CV facility. Health reports, performed according to FELASA standards, from both conventional and MPF conditions are summarized in supplementary Table 1 .
PCR and detection of recombinant anti-NGF antibody
Identification of transgenic mice was performed by PCR, (to detect the antibody transgenes) and ELISA (to measure the levels of anti-NGF antibodies in serum) according to protocols previously described [2] .
Immunohistochemical analysis
Mice were anesthetized with an excess of 2,2,2-tribromethanol (400 mg/kg) and intracardially perfused with a 4% solution of paraformaldehyde in PBS. Brains were processed for immunohistochemical analysis as described before [3, 4] . The following 
ELISA assay
ELISA assay against IL-6 and TNF-␣ was performed according to the manufacturer's instructions (Peprotech, Rocky Hill, NJ).
Statistical analysis
Statistical analyses were performed using the Sigmastat v. 3.11 program (Systat Software, San Jose, CA). The alpha was set at 0.05 and a normality and equal variance test were first performed. Paired T-Test or One-way ANOVA was used to compare mice with different genotype and housing conditions. Post-hoc comparisons were carried out using Bonferroni test. Differences were considered significant at p < 0.05.
